E Letter to the Editor

Dr Dodds Replies

To the Editor: I appreciate Drs Rothschild and Shindul-
Rothschild taking the time to respond to my article.! Their letter
has led me to 2 additional relevant studies that I did not encounter
in my search.

The first® analyzed the relationships between comorbid anxiety
disorders, “antianxiety medications” (primarily benzodiazepines),
and completed suicides among 887,859 US veterans with depression.
The anxiolytics were associated with greater risk of suicide (odds
ratio [OR] =1.71, 95% CI, 1.55-1.88), particularly at high dosages
(OR=2.26,95% CI, 1.98-2.57). As the authors note,

Receipt of an antianxiety medication was a stronger predictor of
completed suicide than any individual anxiety disorder diagnosis.
When anxiety disorders and a prescription of an antianxiety
medication were included in the same multivariate analysis, only
antianxiety medication fills were significantly associated with
increased suicide risk.2(?®

The second study,” a meta-analysis of US Food and Drug
Administration clinical trials data, found that 2 of 785 patients
receiving clonazepam for panic disorder attempted or completed
suicide compared to zero of 310 randomized to placebo. These
results are essentially uninterpretable, given the low rates of suicidal
behavior relative to sample size, other than to say that they offer no
reassurance about clonazepam’s safety.

Regarding the article by Neuner et al,* which I cited in my
review, the authors analyzed patients with schizophrenia (n=>59)
or mood disorders (n=59) separately. If those 2 sets of patients
are combined, benzodiazepines were used by a significantly greater
proportion of inpatients who died by suicide compared to controls
(63/118 [53%] vs 46/120 [38%], P=.02).

The content of Dr Rothschild’s prior review® regarding
disinhibition and benzodiazepines does not appear to contradict
the views I have put forth. I agree that most patients taking
benzodiazepines do not appear overtly dysregulated, but that

benzodiazepines can be disinhibiting,“particularly ‘at higher
dosages, and that disinhibition may be more apparent in patients
with higher pretreatment levels of hostility or impulsivity® (who
are already at elevated risk for suicide®).

The hypothesis” that benzodiazepines protect against suicide
by reducing anxiety makes a great deal of sense in theory. I
simply cannot find evidence that benzodiazepines actually lead
to increased survival among suicidal patients, nor have Drs
Rothschild and Shindul-Rothschild presented any. If anything, the
available body of literature suggests the opposite.
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